Mechanism of induction of NK activation by 2B4 (CD244) via its cognate ligand.
We have previously shown that coincubation of purified B cells with IL-2-propagated NK cells can result in the induction of IL-13 mRNA and that the induction requires the presence of CD48 on B cells and 2B4 on NK cells. Because both of these molecules are expressed on NK cells, it is surprising that very little IL-13 mRNA can be detected in the absence of B cells. We have now found that incubation of NK cells on plates containing immobilized anti-CD48 Abs results in the clustering of CD48 and colocalization with 2B4 on the same cell. This colocalization, together with the requirement for SAP, the signal transducer for 2B4, is necessary for the induction of IL-13 mRNA expression. Activation of NK cell via CD48 on another cell may require a similar ability to alter the configuration of 2B4 to activate downstream signaling. By the use of double CD2/2B4 knockout mice, we have also shown that the induction of NK cell activation by anti-CD48 or by B cells is not due to the release of inhibitory effects of 2B4.